FIG. 2 



H-Tyr(tBu)-Thr(tBu)-Ser(tBu)-Leu-lle-His(trt)-Ser(tBu)-Leu-lle-Glu(OtBu)- 
Glu(OtBu)-Ser(tBu)-Gln(trt)-Asn(trt)-Gln(trt)-Gln-Glu(OtBu)-Lys(Boc)-Asn(trt)- 
Glu(OtBu)-Gln(trt)-Glu(OtBu)-Leu-Leu-Glu(OtBu)-Leu-Asp(tBu)-Lys(Boc)-Trp(Boc)- 
Ala-Ser(tBu)-Leu-Trp(Boc)-Asn(trt)-Trp(Boc)-Phe-NH2 
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1) HBTU, HOAT, DIE A, DMF 

2) H 2 0 



/ Tyr(tBu)-Thr(tBu)-Ser(tBu)-Leu-lle-His(trt)-Ser(tBu)-Leu-lle-Glu(OtBu)- 
Q=\ Glu(OtBu)-Ser(tBu)-Gln(trt)-Asn(trt)-Gln(trt)-Gln-Glu(OtBu)-Lys(Boc)-Asn(trt)- 
/ Glu(OtBu)-Gln(trt)-Glu(OtBu)-Leu-Leu-Glu(OtBu)-Leu-Asp(tBu)-Lys(Boc)-Trp(Boc)- 
O Ala-Ser(tBu)-Leu-Trp(Boc)-Asn(trt)-Trp(Boc)-Phe-NH2 
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Tyr(tBu)-Thr(tBu)-Ser(tBu)-Leu-lle-His(trt)-Ser(tBu)-Leu-lle-Glu(OtBu)- 

Glu(OtBu)-Ser(tBu)-Gln(trt)-Asn(trt)-Gln(trt)-Gln-Glu(OtBu)-Lys(Boc)-Asn(trt)- 
Glu(OtBu)-Gln(trt)-Glu(OtBu)-Leu-Leu-Glu(OtBu)-Leu-Asp(tBu)-Lys(Boc)-Trp(Boc)- 
Ala-Ser(tBu)-Leu-Trp(Boc)-Asn(trt)-Trp(Boc)-Phe-NH2 




1) TFA, DDT, H 2 0 

2) MTBE 

3) Chromatographic Purification 



/Tyr-Thr-Ser-Leu-lle-His-Ser-Leu-lle-Glu-Glu-Ser-Gln-Asn-Gln-Gln-Glu-Lys- 

Asn-Glu-Gln-Glu-Leu-Leu-Glu-Leu-Asp-Lys28-Trp-Ala-Ser-Leu-Trp-Asn- 
Trp-PheNH 2 



0= 



^Tyr-Thr-Ser-Leu-lle-His-Ser-Leu-lle-Glu-Glu-Ser-Gln-Asn-Gln-Gln-Glu-Lys- 
Asn-Glu-Gln-Glu-Leu-Leu-Glu-Leu-Asp-Lys28-Trp-Ala-Ser-Leu-Trp-Asn- 
Trp-PheNH 2 



FIG. 2 (continued) 
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FIG. 3 
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Compound 1 
PEG 6 -(NH-Phe-Z) 2 



Pd-C 
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Compound 2 
PEG 6 -(NH-Phe-H) 2 



NH 

Phe 

H 



FmocAsp(tBu)Lys(Boc)Trp(Boc)Ala- 
Ser(tBu)LcuTrp(Boc)Asn(trt)Trp(Boc)OH 
FmocAA27-350H 

JMH — ^PheTrp(Boc)Asn(trt)Trp(Boc)LeuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)Fmoc 



Compound 3 

PEG 6 -(NH-AA(36-27)-Fmoc) 2 



NH — PheTrp(Boc)Asn(trt)Trp(Boc)LeuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)Fmoc 
^ Peperidine 

JMH — PheTrp(Boc)Asn(trt)Trp(Boc)LeuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)H 
So 



Compound 4 

PEG 6 -(NH-AA(36.27)-H)2 



S NH— PheTrp(Boc)Asn(tn)Trp(Boc)LeuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)H 



£ 
£ 



NH — PheTrp(Boc)Asn(trt)Trp(Boc)LeuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)H 



Compound 4 

PEG 6 -(NH-AA(36-27)-H) 2 



FIG. 3 continued 



NH — PheTrp(Boc)Asn(trt)Trp(Boc)LeuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)H 

FmocGlu(tBu)Lys(Boc)Asn(trt)Glu(tBu)- 
Gln(trt)Glu(tBu)LeuLeuGlu(tBu)LeuOH 
FmocAA17-26QH 



heTrp(Boc)Asn(trt)Trp(Boc)LeuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)- 
LeuG!u(tBu)LeuLeuGIu(tBu)Gln(trt)Glu(tBu)Asn(trt)Lys(Boc)GIu(tBu)Fmoc 



Compound 5 

PEG 6 -(NH-AA(36-17)-Fmoc) 2 



>JH — ^PheTip(Boc)Asn(m)Trp(Boc)LeuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)- 

l^uGlu(tBu)LeuLeuGlu(tBu)Gln(trt)Glu(tBu)Asn(trt)Lys(Boc)Glu(tBu)Fmoc 



DBU 



^NH — PheTrp(Boc)Asn(trt)Trp(Boc)UuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)- 
LeuGlu(tBu)LeuLeuGlu(tBu)Gln(trt)Glu(tBu)Asn(tit)Lys(Boc)Glu(tBu)H 



Compound 6 

PEG 6 -(NH-AA(36-17)-H)2 



"NH — PheTrp(Boc)Asn(trt)Trp(Boc)LeuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)- 
LeuGlu(tBu)UuLeuGlu(tBu)Gln(trt)Glu(tBu)Asn(trt)Lys(Boc)Glu(tBu)H 



heTrp(Boc)Asn(trt)Trp(Boc)UuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)- 
LeuGlu(tBu)LeuLeuGlu(tBu)Gln(trt)Glu(tBu)Asn(trt)Lys(Boc)Glu(tBu)H 



Compound 6 

PEG 6 -(NH-AA(36-17)-H) 2 



FIG. 3 continued 



"NH — ^PheTrp(Boc)Asn(trt)Trp(Boc)LeuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)- 
UuGlu(tBu)LeuLeuGlu(tBu)Gln(trt)GIu(tBu)Asn(trt)Lys(Boc)Glu(tBu)H 

Ac-Tyr(tBu)Thr(tBu)Ser(tBu)LeuIle- 
His(trt)Ser(tBu)LeuIleGlu(tBu)Glu(tBu)- 
Ser(tBu)Gln(trt)Asn(trt)Gln(trt)GIn-OH 
Ac-AAl 16-OH 

JMH — ^PheTrp(Boc)Asn(trt)Trp(Boc)LeuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)- 
UuGlu(tBu)LeuUuGlu(tBu)Gln(tit)Glu(tBu)Asn(trt)Lys(Boc)Glu(tBu)- 
GlnGln(trt)Asn(trt)Gln(trt)Ser(tBu)Glu(tBu)Glu(tBu)neLeuSer(tBu)- 
His(trt)IleleuSer(tBu)Thr(tBu)Tyr(tBu)Ac 



Compound 7 

PEG 6 -(NH-AA(36-1)-Ac)2 



heTip(Boc)Asn(trt)Tro(Boc)LeuSer(tBu)AlaTrp(Boc)Lys(Boc)Asp(tBu)- 
l^uGlu(tBu)LeuLcuGlu(tBu)Gin(trt)Glu(tBu)Asn(trt)Lys(Boc)Glu(tBu)- 
GlnGln(trt)Asn(trt)Gln(trt)Ser(tBu)Glu(tBu)Glu(tBu)IleLeuSer(tBu)- 
His(m)neleuScr(tBu)Thr(tBu)Tyr(tBu)Ac 



Deprotection and Decarboxylation 



„NH — PheTrpAsnTrpLeuSerAlaTrpLysAspLcuGluLeuLeuGluGlnGluAsnLysGlu 
GlnGInAsnGlnSerGluGluIleLeuSerHisIleleuSerThrTyrAc 



Compound 8 
PEG 6 -(T20) 2 



"NH — PheTrpAsnTrpLeuSerAlaTrpLysAspLeuGluLeuLeuGluGlnGIuAsnLysGlu 
GlnGlnAsnGlnSeiOluGluDeLeuSerHisIIeleuSerThiTyrAc 



